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December 24, 1999

Docket Management Branch (HFA-305)
Food and Drug Administration
5630 Fishers Lane, Room 1061
Rockville, MD 20852

RE: 21 CFR Parts 210,211,820  and 1271
[Docket No. 97N-484S]

Proposed Rule: Suitability Determination for Donors of Human Cellular and
Tissue-Based Products

Dear Sir or Madame:

The Medical Eye Bank of Florida would like to take this opportunity to comment
on the Proposed Rule: Suitability Determination for Donors of Human Cellular
and Tissue-Based Products. In brief summary, we are in agreement with Tissue
Banks International’s position on this matter (see enclosed copy) and would like
the FDA to review these concerns and recommendations before promulgating
additional regulations which would ultimately hinder our organization’s ability to
provide cornea1 tissues to those people in our community that are in need of sight
restoration surgery.

Sincerely,

William L. Watson
Executive Director.
Medical Eye Bank of Florida

A Subsidiary of TBI/Tissue  Banks International
A Non-Profit, Non-Governmental Eye and Tissue Banking Network
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Docket MFagement  Branch (HFA - 305)
Food and Drug &iministration
5630 Fishers Lane, Rn 1061
Rockville,  MD 20852

Re: 21 CPR Parts 210,21X,  820 and 1271
[Docket Nu,  97N - 484S]

Proposed Rub: Suitability Determination for Donors of Human
CeWar  ax@ Tissue-Bas& Products ~
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Alfred Summer,  M.D., MHSC Dear Sir or Madame: f
Silvio  Venturi

MeHBLaS  LMLRlTt
Frcdctick  N. Griffith

Tissue Banks International (TBI)  has conxne&d  on the FDA’s “proposed
A. &ward  mwmnee,  M.D., oeceosgvPprowh

Michael C, Middleton
document” and ‘$ropo%d  regist;ration  rule”  whereby TB1

Richard N, St&

NATIONAt.  AQVtSOUT

communicated our bbjwtbn  to a cornprehenSive  regulatory sysrem  for all
tissue based products+ Unlike the .Decembcr  1993 Interim Final Rule where
there yas concern about xmsafk imported tissue and potentially inadequate
donor sereen.in~,  the FDA’s proposed new system of regulation for hunan
cellular and tissue bwed products is not accompanied  by a demonstrated
need Ibr additional regulation. Similarly, the:proposed  rule cited above is
not based on a demonstrated need to Inodify  the screening and testing
&gularions  for the human  allografi  tissue c:urrently regulated under the
FDA’s %sue final r&8’,

TM’s objection to the current proposed rule is consistent with our
previously communicated objections, Thx~ is mention of “concernn  about
communicable disease in the l?DA commentary- Tu  our kzlowledge,  mder
the current  regulation there have been no pr,obl~ms  with transmission of
communicable disease through the use oF hhnao tissue for the diseases
currently listed  or for those proposed to be (added. The eye and tissue
banking community has not been inkmc~  of the FDA’s safety and



increases  to these cor~cerns by adding the concept  of “‘relevant  communicable disease
agents and discsso”.  llnlikt:  other tieas regulated by the FDA:such  as drugs and medical
dcviccs, there is no formal mechanism in place or commuoicilrion  process whereby the
PDA can receive input from the eye and tissue commuoity  on these concepts except by the
rule ma!&  process. ‘1731  believes the rut making process is not an effective method to
obtain information, opinion and data on such concepts and has ihe potential for significant
impact on out vital  health care services.

Until  such time  as the issues  mentioned  above  can be adequate@ addressed, TBI  objects to
the proposed  &ages  to the ‘*tissue foal rule” for human allografl  t&we provided for
transplantation except. for the %roposed  reptmtion  role” which  TBI  supports. Excluded
from the scope ot’TBl’s  comments are reproductive fissutrs-or  leukocyte-rich cells or
tissues  and tissues  not previously  regulated by tlr FDA. Additionally, TBI offers further
comment in response  lo FDA’s rcqucst for specific comma%  on the proposed rule and
other relevant areas:

USE OF THE TJXRMS  “MANUFACTURE” AND “PRODUCT”: Use of these
terms in the dcl”mitions  and lhroughoul  the proposed  rcyulalion  is objcctionablc  for
two wwns. First, these terms are not consistent with @nns used in the t-&tie  sod
eye bankins field and in some cases, such as comeal  tissue, are inaccurate. Second,
most States have laws that specifically define  the provision of human tissue for
human  transplant to be a service  that dots not constitute the sale of goods or
products to which implied  wwrantias  apply. The language used in the proposed ,
regulations appcm to conflict  with State law.

-+ss STEM CELLS  & LEUKOCYTE-RICH TISSUI$ The agency  requested
comment on the tcnn “Icukocyte-rich”.  While TBI  duos not off&r comment the
term “lcukocytc-rich”,  we do find the  term “stem cells”  insuffkicnt  to apply to
cornea1  epithclial  stem cells. Corncal  epithelial  stem eclls are not Icokocyre-rich.
One su~csljon being offered by fhe Eye Bank Associirtion  of America is to use a
more prcci&  tcnn such as “‘hemotologic  stem cells”.

!’

RE&lIVANT  COMMUNICABLE DISEASE RISK AND DXSEASE:  The FDA
is broadening it9 oversight %o:n  :he screening and testing for HIV and Hepatitis io
the ‘Yissue linal rule” to all “mlevaot  communicable diswsc  risk and discasc” in tlw
current  pro-d ruie. A relevant communicable discasr:  risk and disease as stat&
in the proposed rutc’is  I) sufficiently  prev$ent  among potential  donors to warrant
screening  or testing of all donors; 2) for which tkrc is,a risk of transmission by a
human cclluku  or tissuebascd  product... 3) that post signilicant  hcaltb risk as
measured by morbidily  and mortality: and 4) for which appropriate  screening
meosurcs  have been dcvelopzd  and/or an appropriate screening test for donor
specimens  has ken iicens& approved or cleared for such use by FDA  and is
available..

..__ -.-.- -----  . ,. . . . . ,.. . -. . .“.
T R A N S M I S S I B L E  SPONGJFORM ENCEPHALOI’ATUY  (‘I’.%)  A N D ’ -
CREUTZFELDT-JACOB DISEASE (CJD): The FDA SWXI,S  to bc particularly
concamcd  about the transmission of C3D through dwa mater and cornca
trawplan@.  Yet, appa?ently based on:hese reports, thc’FDA  proposes to apply the
screening  to all tissue. Of particular cow~ro to TBI is if the FDA would  require
tbc tissue  and eye bankiig  community to screen for and reject donors who exhibit
changes in spcccl~  a?d gait.  Changes in speech  and &it ara symptoms that might
;$ to many medically suitab!e  donors most iikcly  .not associated tin\ TSE i
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patient receiving the cornea.  There is also a significant question on the impact
upon  the rate of cornea1 donation if consent for a brain @topsy  was also needed. A
reduction in donors and a return to waiting lists is also uot in the &est interest of the
patient  or patient outcomes.

LX6S.StAI;TXVE  CONSENT: TBI disagrees  with tE1.e  FDA’s contention that
requiring  a donur  medical history in&~bw  for cornea$  obtaimd  under  legislative
co~scnt  is nevefsary  to ensure  the risk of eommunic@le  disease transmission is

appropr&eKy  assessed. 2331 believes the medicaYsoci.al  history screening of eases
obtained, under  legislative consent  statutes to be every tJt as comprchensivc,  and in
svmc cases n-we so,  than cases obttiined  with n&xt-o&kin  consent and a
medical/social hi$o.ory  questionnaire. In June of 1998,’ nearXy 6ve years atIer the
FDA’s interim f?nal  rule  was published, the EBAA’s  P&y and Position Reseqch
Conmiftee  cvnclGded  there  is no medical or scientific evidence to jrldicate  there is
any in&ased  risk of communicable disease iransmission  from cornea1  tissue
obtained legislative consent. TBI  lo& twenty-five ye&s of expcrienw  with both
legislative consent’ and next-ohkln consent progr&ns. Our ur~anizational
experience is consistent with the conclusions of the aforementioned EBAA reprt.

The removd  of the exemption from  t.hc requirement %r a donor medical histoxy
interview for corneas obtained under legislative consent would effectively
elirn$ate  these  very e%l%ctive  programs. Not only w&Id the quantity of cornea1
tissue be critically Sected  but also the quality of cornneal  tissue would be.
diminished to rhe decrbnent  nf the patients, surgeons and hospitals in the affected
communities.



examiner’s ofice, it would be handled unbcr  8 “‘highly infectious” protocoI  and
would be off’ limits to tie tissue  and eye bank staff.

CONFIRMATORY TESTING: TBI  urges the FDA to be more  consisicnt  in its
approach to donor  !esting,  in particular, conlirmatory  tcding. In $ 127 1.80 (c) the
FDA’proposcs  that testing be performed using appropriate FIX-licensed, approved
or cleared  donor screening tests in accordance with the zmanufacturers  instructions.
However, in 8 1271.80 (d)(l) there is no exception for lxepatit&  B. HIA approved

tests for hepatitis I3 rcxognizc  the validity of confirmatory testing in the
manufacturer’s  iWtructions.

COLLECTION  OF BLOOD SAMPLES: TBI bdie~w  the FDA’s proposal to
dcfinc  an adequate  blood sample  for imting  is contradictory. At one point., it is
proposed blood samples  bc drawn at the time  of tissue  recovery or within 48 hours
after recovery. This efiminates  the ability to use pre tjmnsfision  samples  thereby
eliminating many donors. At another point, the use of blood drawn before tissue
recovery is proposed. by allowing  testing of a sample :drawn  after blood loss  but
before  infusion/trzmsfQsion,  TBI[ beIiavss  it is critical li-rr the FDA to rnakc no
change to the regulation currently in place under the :“tissue final rule”. To do
otherwise would eIiminale  a signific~~ nurxtber  oft&Q and eye donors.

ESI‘ABLISN~ENTS NOT REQUIRED TO COMPLY: In $1271.20(d),  FDA
would excIode  from registration’ “establishments  that only  receive or store human
c&far or tissue  based products sokly  for pending scheduled implantation,
transplantation, intision or transfer within the same f&$lity.” ‘I’131 presumes this is
intended to exempt hosp&&  ASCs or simiiar  orga&ations that utilize the
afIogr& provided by the tissue and eye banking co~~~aity,  Please be advised
that a great many ho+irals and other surgical facilities  obtain  tissue  allografts  for
stock withvut  having  a specific patient aheady  scf~eduicd  for surgery. The key
word is “scheduled” which TBI  suggests  sho.ould  be deleted from the final
registrat.ion  rule otherwise  the proposed rq#ation  mi4d slppty  to ~100st OF the
hospikls in the United States.



Tissue &r&s International
FDA [Dockd No.  97N  -4&B]
k&C 6 0f6

form, the proposed regulations tiouid ncccssitate  changes  fox every  one of the
opcrtiional  functions identified by the  fiDA (listed above) and others  not identified
for every’ eye bank in the United States. The time and resources  ncccssary  to
comply  would  not .br: limited to “comparing” or idcntifyijlg  items for compliance.

For example, any identified area for change after compa+g  the FDA regulations  to
an eye bank facility’s operating standards is just the first step. Typicaliy,
management and an eye bank’s Medical  Director must firovide  oversight, .direction
and approval of any change. Corrective action must bc> promulgated. Changes in
the  eye bank fa&ty’s  stajldard operating  proccdurcs  must  bc  made and
implemented. Most Iikely forms  and/or logs must be changed. The  most
significant amount of time and resources  is related to tile  retraining  of all affected
staffand subsequent quality assurance to insure compliarjcc.’

.*’

.

The economic impact is certainly more than the FDA’s &mated $4S ~$229.  l %3I
estimates the annual  imp& at $10,000 to $20,000 per average  tissue and eye bank.
If hospitals that store allografi  tissue for unscheduled  surgery are affected  the
ovemli  impact  is much greater  still.
impacl‘of  the regularIon.

4’131  urges the R.?A to revise the economic

*

Tissue Banks Inkmational  is a no~~-l~ofit  org&zation of oyti and tissue banks located
tilroughout  thi United St&es. TBl has 31 locations and op&ates  in 14 states and the
K&strict  of Columbia. Some TBI banks have been  operating for over  50 years providing
cornea1 and other  ocuI;lr  tissues  to help  restore vision, musculoskeletal  tissue for bone
gmfis  and musckz  repair, skin for burn victims, heart valves.  to repair  congenital  heart
defects and many  more ti,ssues  and medical.  applications, 1.

Tl3I  would  be pleased to, discuss with the FDA any of our comr~nts.

Pr~sidentKE0
Tissue Banks lnternatitional



* c 4 j2:23- 1999 3 : 28PM FROM PUBLIC INFORMATION 4lEl 783 0183
* ,’ ,*a

P. E:



ace


